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AB What is claimed is a compound. of I wherein: Rl is H, C1-C4 alkyl, C1-C4 

haloalkyl, C1-C4 heteroalkyl, COR11, C02R11, S02R11, or CONR11R12; R2 and 
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R3 = H, C1-C6 alkyl, or C1-C6 haloalkyl; or R2 and R3 together form a 
cycloalkyl ring; R4 through R7 = H, halo, CN, OR11, C1-C4 alkyl, C1-C4 
haloalkyl, or C1-C4 heteroalkyl; or R5 and R7 taken together form a bond; 
or R6 and R7 together = methylidene, mono-substituted methylidene, 
di-substituted methylidene and carbonyl; R8 through RIO = H, halo, N02, 
CN, OR11, NR11, R12, SR11, COR11, C02R11, CONR11R12, C1-C8 heteroalkyl, 
C1-C8 haloalkyl, alkyl, C2-C8 alkenyl or C2-C8 alkynyl; Rll and R12 = H, 
C1-C4 alkyl, C1-C4 heteroalkyl, or C1-C4 haloalkyl; R13 is H; or R13 and 
R14 together form a bond; R14 through R20 = H, halo, OR11, C1-C4 alkyl, 
C1-C4 haloalkyl, or C1-C4 heteroalkyl; or R14 and R15 together = 
methylidene, carbonyl or thiocarbonyl ; or R16 and R17 together = 
methylidene, mono- substituted methylidene, di-substituted methylidene, 
carbonyl or thiocarbonyl; or R14 and R16 together form a bond or "-0-" 
bridge; or R16 and R18 together form a bond when n is 1; or R16 and R19 
together form a bond when n is 0; R21 = H; or R21 and R2 0 together form a 
bond; n is 0, 1, 2, or 3; or a pharmaceutically acceptable salt or prodrug 
thereof. The present invention also claims pharmaceutical compns . containing 
I, and use of the compds . for treating conditions mediated by progesterone 
receptors. Also provided are methods of making I. 

IT 852359-25-2 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of 5-cycloalkenyl 5H-chromeno [3 , 4 -f ] quinoline derivs. as 
selective progesterone receptor modulator compds. for treating various 
disorders) 

RN 852359-25-2 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 7 , 9-dif luoro-2 , 5 -dihydro-5-methoxy- 
2,2,4-trimethyl- (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I and II [wherein Rl = (un) substituted 

hetero/halo/alk(en/yn)yl, hetero/aryl; R2 = H, F, CI, Br, I, 
(un) substituted hetero/halo/alk(en/yn)yl, hetero/aryl; and their 
pharmaceutically acceptable salts and prodrugs] were prepared as selective 
progesterone receptor modulators. Thus, reacting 7 , 9-dif luoro-1, 2-dihydro- 
2,2,4-trimethyl-5-coumarino[3,4-f ]quinoline with 4-picolyllithium gave 
(Z)-II as a yellow solid. In a test for agonist activity at progesterone 
receptors expressed in CV-1 cells, (Z) -II had an efficacy (maximum response) 
of 103% vs. progesterone, and an agonist potency (EC50) of 7.4 nM. I may 
suppress estrogen- induced endometrial stimulation in uterus equally 
efficacious as marketed steroidal modulator compds. Three pharmaceutical 
compns . ar given . 

IT 861926 -68 -3P, 7 , 9-Dif luoro-5 - (2-propynyl) -1, 2-dihydro-2 , 2 , 4- 
trimethyl-5H-chromeno [3,4-f ] quinoline 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or chemical 
process); PYP (Physical process); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; PROC 
(Process) ; USES (Uses) 

(drug candidate; preparation of dif luorochromenoquinolines as selective 
progesterone receptor modulators) 
RN 861926-68-3 CAPLUS 

CN 1H- [1] Benzopyrano [3,4-f] quinoline , 7 , 9-dif luoro-2 , 5 -dihydro-2 ,2,4- 
trimethyl-5- (2-propynyl) - (9CI) (CA INDEX NAME) 




IT 861926-69-4P, (-) -7, 9-Dif luoro-5 - (2-propynyl) - 1 , 2 -dihydro-2 , 2 , 4 - 
trimethyl-5H-chromeno [3,4-f] quinoline 861926 -85 -4P, 
(+) -7, 9-Dif luoro-5- (2-propynyl) -1 , 2 -dihydro-2 , 2 , 4 -trimethyl -5H- 
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chromeno [3 , 4-f ] quinoline 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(drug candidate; preparation of dif luorochromenoquinolines as selective 
progesterone receptor modulators) 
RN 861926-69-4 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4 -f] quinoline, 7, 9-dif luoro-2 , 5-dihydro-2 , 2 ,4- 
trimethyl-5- (2-propynyl) -, (-)- (9CI) (CA INDEX NAME) 

Rotation (-) . 




RN 861926-85-4 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 7 , 9-dif luoro-2 , 5-dihydro-2 ,2,4- 
t rimethyl -5- (2-propynyl) -, ( + ) - (9CI) (CA INDEX NAME) 

Rotation ( + ) . 




IT 852359 -25 -2P, 7 , 9-Dif luoro-5-methoxy-l , 2 -dihydro-2 , 2 , 4 - trimethyl - 
5H-chromeno [3, 4-f] quinoline 861926-42-3P, 7 , 9-Dif luoro- 1 , 2 - 
dihydro-2, 2, 4, 5 -tetramethyl -5 -chromeno [3, 4-f ] quinoline 
861926-43-4P, 7 , 9-Dif luoro-5- (2 -oxo-2-phenylethyl) -1 , 2 -dihydro- 
2 , 2 , 4-trimethyl-5H-chromeno [3 , 4-f] quinoline 861926 -44-5P, 
7 , 9-Dif luoro-5 -ethyl -1 , 2 -dihydro-2 , 2 , 4 -trimethyl-5H- chromeno [3,4- 
f ] quinoline' 86192 6 -45 -6P, 7, 9-Dif luoro-5 -ethenyl-1, 2 -dihydro- 
2 , 2,4-trimethyl-5H-chromeno [3 ,4-f ] quinoline 861926 -46 -7P , 
7, 9-Dif luoro-5- (2 -oxo-3 -butenyl) -1 , 2 -dihydro-2 , 2 , 4 - trimethyl -SH- 
chromeno [3 , 4 -f ] quinoline 861926-47-8P, Methyl 

7 , 9-dif luoro- 1 , 2-dihydro-ct, a, 2 , 2 , 4 -pentamethyl -5H-chromeno [3,4- 
f ] quinoline-5-ethanoate 861926-48-9P, 7 , 9-Dif luoro-5 -ethynyl-1 , 2 - 
dihydro-2 , 2 , 4 -trimethyl -5H- chromeno [3 , 4-f ] quinoline 861926 -4 9 -OP 
, 7, 9-Dif luoro- 5 -cyano-1, 2 -dihydro-2, 2, 4 -trimethyl- 5H-chromeno [3,4- 
f ] quinoline 86192 6- 50 -3P, 7 , 9-Dif luoro-5-butyl-l, 2 -dihydro-2 , 2 , 4 - 
trimethyl -5H-chromeno [3, 4-f] quinoline 861926-53-6P, 
7 , 9 -Dif luoro-5 -allyl -1,2 -dihydro-2 , 2 , 4 -trimethyl -5H-chromeno [3,4- 
f] quinoline 861926-55-8P, Ethyl 7 , 9-dif luoro-1 , 2 -dihydro-ct- 
methylene -2, 2, 4-trimethyl-5H- chromeno [3 , 4 -f ] quinoline-5 -propanoate 
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86192 6 -56 -9P, 7, 9-Dif luoro-1, 2 -dihydro- p- methylene -2 , 2 , 4- 
trimethyl-5H-chromeno [3 , 4-f ] quinoline-5 -propanol 861926-57-0P, 
7 , 9-Dif luoro-1, 2 -dihydro -p-methylene- 2 , 2 , 4 -trimethyl-5H-chromeno [3,4- 
f ] quinoline-5 -propanol acetate 861926-58-1P, 

7, 9-Dif luoro-5- (1-methylethenyl) -1 , 2 -dihydro -2 , 2 , 4 - 1 rime thy 1-5H- 
chromeno [3 , 4 -f ] quinoline 861926-60- 5P, 7, 9-Dif luoro-5 - 

(phenylethynyl) -1 , 2 -dihydro- 2 , 2 , 4 -trimethyl-5H-chromeno [3 , 4-f ] quinoline 
861926-70-7P, 7, 9-Dif luoro-5 - (1-propynyl) -1, 2-dihydro-2 , 2, 4- 
trimethyl-5H-chromeno [3 , 4-f ] quinoline 861926-71- 8P, 

(-) -7, 9-Dif luoro-5- (1-propynyl) -1, 2-dihydro-2 , 2 , 4-trimethyl-5H- 
chromeno [3, 4-f] quinoline 861926 -72 -9P, (+) -7 , 9-Dif luoro-5- (1- 
propynyl) -1 , 2 -dihydro- 2 , 2 , 4-trimethyl-5H-chromeno [3 , 4-f ] quinoline 
861926-75-2P, 7 , 9-Dif luoro-5 - (2 -methyl- 1-propenyl) -1, 2 -dihydro- 
2 , 2 , 4-trimethyl-5H-chromeno [3 , 4-f ] quinoline 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of dif luorochromenoquinolines as selective 
progesterone receptor modulators) 
RN 852359-25-2 CAPLUS 

CN 1H- [l]Benzopyrano [3, 4-f ] quinoline, 7, 9-dif luoro-2 , 5-dihydro-5-methoxy- 
2,2,4-trimethyl- (9CI) (CA INDEX NAME) 




RN 861926-42-3 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4 -f ] quinoline , 7 , 9-dif luoro-2 , 5-dihydro-2 , 2,4,5- 
tetramethyl- (9CI) (CA INDEX NAME) 




RN 861926-43-4 CAPLUS 

CN Ethanone, 2- (7 , 9-dif luoro-2 , 5-dihydro-2 , 2 , 4 -trimethyl-lH- 
fl] benzopyrano [3 , 4-f ] quinolin-5-yl) -1-phenyl- (9CI) (CA INDEX NAME) 
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CH2— C- Ph 



RN 861926-44-5 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 5-ethyl-7 , 9-dif luoro-2 , 5-dihydro-2 ,2,4- 
trimethyl- (9CI) (CA INDEX NAME) 




RN 861926-45-6 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 5 -ethenyl -7 , 9-dif luoro-2 , 5 -dihydro- 
2,2,4-trimethyl- (9CI) (CA INDEX NAME) 




RN 861926-46-7 CAPLUS 

CN 3-Buten-2-one, 1- (7 , 9-dif luoro-2 , 5-dihydro-2 , 2 , 4-trimethyl-lH- 
[1] benzopyrano [3, 4 -f]quinol in- 5 -yl) - (9CI) (CA INDEX NAME) 




CH 2 -C- CH= CH 2 



RN 861926-47-8 CAPLUS 
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CN 1H- [1] Benzopyrano [3 ,4-f ] quinoline- 5 -acetic acid, 7, 9-dif luoro-2 , 5-dihydro- 
a,a,2,2,4-pentamethyl-, methyl ester (9CI) (CA INDEX NAME) 




RN 861926-48-9 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 5-ethynyl-7, 9-dif luoro-2 , 5-dihydro- 
2,2,4-trimethyl- (9CI) (CA INDEX NAME) 




RN 861926-49-0 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f] quinoline-5-carbonitrile, 7 , 9-dif luoro-2 , 5-dihydro- 
2,2,4-trimethyl- (9CI) (CA INDEX NAME) 




RN 861926-50-3 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4 -f ] quinoline , 5 -butyl -7 , 9-dif luoro-2 , 5 -dihydro- 2 , 2,4- 
trimethyl- (9CI) (CA INDEX NAME) 
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RN 861926-53-6 CAPLUS 

CN 1H- [1] Benzopyrano [3,4-f ] quinoline, 7 , 9-dif luoro-2 , 5-dihydro-2 , 2,4- 
trimethyl-5- (2-propenyl) - (9CI) (CA INDEX NAME) 




RN 861926-55-8 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f] quinoline-5 -propanoic acid, 7 , 9-dif luoro-2 , 5- 
dihydro-2 , 2 , 4-trimethyi -a -methylene - , ethyl ester (9CI) (CA INDEX 
NAME) 




CH2-C-C-OEt 



O 

RN 861926-56-9 CAPLUS 

CN 1H- [1] Benzopyrano [3,4-f] quinoline-5 -propanol , 7 , 9-dif luoro-2 , 5-dihydro- 
2,2,4-trimethyl-p-methylene- (9CI) (CA INDEX NAME) 
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CH 2 -C-CH 2 -OH 



RN 861926-57-0 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline-5-propanol , 7 , 9-dif luoro-2 , 5-dihydro- 
2,2,4-trimethyl-p-methylene-, acetate (ester) (9CI) (CA INDEX NAME) 




CH2-C-CH2— OAc 
RN 861926-58-1 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4 -f ] quinoline, 7 , 9-dif luoro-2 , 5 -dihydro-2 ,2,4- 
trimethyl-5- (1-methylethenyl) - (9CI) (CA INDEX NAME) 




Me 



RN 861926-60-5 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 7, 9-dif luoro-2 , 5 -dihydro-2 , 2 , 4 - 
trimethyl-5- (phenylethynyl) - (9CI) (CA INDEX NAME) 
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RN 861926-70-7 CAPLUS 

CN 1H- [1] Benzopyrano [3 , 4-f ] quinoline, 7 , 9-dif luoro-2 , 5-dihydro-2 , 2,4- 
trimethyl-5- (1-propynyl) - (9CI) (CA INDEX NAME) 




F 



RN 861926-71-8 CAPLUS 

CN 1H- [1] Benzopyrano [3,4-f ] quinoline, 7 , 9-dif luoro-2 , 5 -dihydro-2 , 2 , 4 - 
trimethyl-5- (1-propynyl) -, (-)- (9CI) (CA INDEX NAME) 

Rotation (-) . 




RN 861926-72-9 CAPLUS 

CN 1H- [1] Benzopyrano [3,4-f] quinoline , 7 , 9-dif luoro-2 , 5 -dihydro-2 , 2,4- 
t rime thyl -5- (1-propynyl) -, (+) - (9CI) (CA INDEX NAME) 



Rotation ( + ) . 
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RN 861926-75-2 CAPLUS 

CN 1H- [1] Benzopyrano [3, 4-f ] quinoline, 7, 9-dif luoro-2 , 5-dihydro-2, 2,4- 
trimethyl-5- (2 -methyl -1-propenyl) - (9CI) (CA INDEX NAME) 
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